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3. 



4. 



A method of treating a patient witbT a disease wherein the patient 
contains diseased cells which ceil/contain, or are associated with, 
an abnormal molecule or an abnormally elevated amount of a 
molecule and which cells are capable of presenting aL least part of 
said molecule on their surfai by an HLA class I (or equivalent) 
molecule, the method corn/rising adrrunistering to the patient a 
therapeutically effective amount of cytotoxic T lymphocytes (CTL) 
which recognise at least/part of said molecule when presented by 
an HLA class I (or equivalent) molecule on the surface of a cell 
characterised in that tfe cytotoxic T lymphocytes - are not derive d 
-from mo patient wity a dicoaco £ 



s 



15 2. A method according to Claim 1 wherein the CTL are a clonal 

population of CTL. 



A method according to Vim [ <* 2. wherein the CTL are 
substantially free of other ce\typfcs. 

A method according to anv on/ of Claims 1 to 3 wherein said 
molecule is a polypeptide. 

-A-a ^oQ accor d ing lu a uj Jm n f Hnimr 1 l e-4 w her ein the €= 
. o i u d ox-l-rri f i inHiirir/nl oiht i * Oian the pari n nf- 



A m tl U ur l nrrn r iiT m lu Ay on o o f r Mi u u 1 lu J l.nrnm r tin m - 
y are derived from an individual which individual does not c^rry the 
HLA class I (or equ/valent) molecule type which, in the patient, 
presents at least P /rt of .aid abnormal molecule, or molecule 
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abnormally elevated, contained in or associated with 
cells of said patient. N 



diseased 



5" jf. A method according to Claim 4 wherein ^id 
5 mutant polypeptide associated with said diseased 



polypeptide is a 
cells. 
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A method according to Claim 4 wherein said polypeptide is present 
at a higher level in said discard cells compared to non-diseased 
cells. 

^ ^. A method according toiny one of the preceding claims wherein the 
disease is a cancer. 

T. 

S yS. A method according to Claim ^herein the cancer is fc ny one o ff 
any one of breast cancer; bladder cancer; lung cancer; prostate 
cancer; thyroid cancer; leukomas and lymphomas such as CML, 
ALL, AML, PML; colon cancer; glioma; seminoma; liver cancer; 
pancreatic cancer; bladder cancer; renal cancer; cervical cancer; 
testicular cancer; head and neck cancer; ovarian cancer; 
neuroblastoma and melanoma . 




jfi . A method according to any one of Claims 1 to p wherein the 



30 



disease is caused/by a chronic viral infection. 



25 (o y£„ A method according to Claim y( wherein the virus is any one of 
HIV, papilloma virus, J5pstein-Barr virus, HTLV-1, hepatitis B 
virus, hepatitis C vims and herpes virus. 



to 



yi. A method according to Claim \pt wherein the virus is HIV 
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12 A method according to aay one of 

disease is associated with, an abnon 
hormone. 



CI, 



is 1 to / wherein the 
ly elevated, amount of a 



5\l^6. A method according to any one If Claims 1 to / wherein the 
disease is a bacterial disease paused by a chronic bacterial 
infection. 
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A method according to any Xne of the preceding claims further 
comprising the step of determining the HLA class I (or equivalent) 
molecule type of the patient prior to administration of the CTL. 

If 

A method according to Claim y£ wherein the said type is 
determined using DNA/ typing. 

A method according fib any one of the preceding claims wherein the 
patient is human. 

. 11- 

A method according to Claim ^- when dependent en Claim 6 
wherein said cytotoxic T lymphocyte is selected from a library of 
CTL clones, said library comprising a plurality of CTL clones 
derived from individuals with differing HLA class I (or equivalent) 
molecule type /and each said CTL clone recognises said diseased 
cells. 

A method according to Claim wherein each said CTL clone 
recognises /at least part of the same molecule contained in or 
associated itvith said diseased cells. 
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Use of cytotoxic T lvWphocytes in the manufacture of a 
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medicament Tor treating a parent with a disease wherein the patient 
contains diseased cells which Veils contain, or are associated with, 
an abnormal molecule or an Wnormally elevated amount of a 
molecule and are capable otApresenting at least part of said 
molecule on their surface by Jin HLA class I (or equivalent) 
molecule, wherein the cytotoxic T lymphocytes recognise at least 
part of said molecule when presented by an HLA class I (or 
equivalent) molecule on the surfafce of a cell and they are not 
- derived from the patient with a disease. 

A method of making a clonal population of cytotoxic T 
lymphocytes (CTL) reactive against a selected molecule the method 
comprising the step of (a) (^^ulftirmg a sample containing CTL or 
a precursor, thereof derived /from a healthy individual with a 
stimulator cell which expresses HLA class I (or equivalent) 
molecules on its surface dd that presents at least a part of the 
selected molecule in a largi proportion of occupied said HLA class 
I (or equivalent) molecules present on Che surface of said stimulator 
cell and (b) selecting J CTL clone reactive against said selected 
molecule when at leaaft a part of said molecule is presented by an 
HLA class I (or equivalent) molecule on the surface of a cell/ 



A method i— r f^z " r1 ^™ ^ wherein the healthy individual 
does not. carry/the HLA class I (or equivalent) molecule type 
which, on the /timulator cell, presents at least a pan of the selected 
molecuLe. 

A rnetho/ according to Claim JlL jw^f wherein said sample 
containing CTL or a precursor thereof is PBMC. 
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A 

A method according to ^y^r^i Cla^**r*< wherein sa>d 
molecule is a polypeptide. 

A method according to any on. o/ciairns ^-ter^f wherein said 
selected molecule is an abnorrr/al molecule associated with a 
diseased cell, or a molecule associated with a diseased cell wherein 
an abnormally elevated amouii/of sard molecule is present in said 
diseased cell. 

lO^W. A method according to Clai^wherein the said selected molecule 
is a mutant polypeptide /associated with a diseased cell or a 
polypeptide present at a higher level in said diseased cell compound 
to a non-diseased cell. / 

/ 11 

A method acccrding/o Claim^T or^ wherein said diseased cell 
is any one of a can cer cell, a virus-infected cell, a bacterium 
infected cell and a/cell expressing an abnormally elevated amount 

of a hormone. / 

/ u 2 IS 

2C? V A method acco/ding to any one of Claims^ to;* wherein the 
healthy mdividual is a human. 

A method acLing to Qaim^ wherein the said selected molecule 
is any one /f cyclinDl, cyclin E, mdm 2, EGF-R, erb-B2, erb-B3, 
FGF-R iiulin-like growth factor receptor, Met, myc, p53, BCL- 
2 ie muLt Ras, mutant P 53 a polypeptide associated with the 
BCRMk translocadon in CML and ALL; mutant CSF-1 receptor, 
mutanJAPC mutant RET, mutant EGFR, a polypeptide associated 
with PML/RARA translocation in PML, a polypeptide associated 
with E2A-PBX1 translocation in pre B leukaemias and in chddhood 



25 




15 



20 




25? 3 ^. 




acute leukaemias, human papilloma virus proteins/ Epstein-Barr 
virus proteins, HTLV-1 proteins, hepatitis B or Cy virus proteins, 
herpes-like virus proteins and HIV encoded proteins. 

A method according to any one of Claims/22 to 30 further 
comprising deterrnining the HLA class 1 (or equivalent) type of the 
healthy individual. 

/ u I 

(A method according to Claim yi whereM said HLA class I (or 
equivalent) type is determined by DNA analysis. 

A method according to any one of Claiins 2tf to yL wherein said 
stimulator cell has a type of HLA class/T (or equivalent) molecule 
on its surface which HLA class I (or equivalent) molecule type is 
not present in the healthy individual. 

A method according to any one of Claims 22" to ^ wherein said 
stimulator cell is a cell which is substantially incapable of loading 
said HLA class I (or equivalent) nlolecule with at least a part of 
said selected molecule. 

31 

A method according to Claim ^wherein said cell is a mammalian 
cell defective in the egression of a peptide transporter. 

A method according to Claiin^ wherein the mammalian cell lacks 
or has a reduced level of the TAP peptide transporter. 

A method according to CWim ]A wherein said ceil is an insect cell. 

A method according d Claim ^wherein said cell is a Drosophila 
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cell. 
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A metiiod according to any one of! Claims yi to ^ wherein the 
stimulator cell is a host cell tyansfected with a nucleic acid 
molecule capable of expressing/said HLA class I (or equivalent) 
molecule. 

A method according to Claim 3# wherein said host cell before 
transfection expresses substantially no HLA class I (or equivalent) 
molecules. 

A method according to any one of Claims ^2 to j$ wherein said 
stimulator cell expresses a molecule important for T cell 
costimuiation. 

A method according to Clain/ <y( wherein the molecule important 
for T cell costimuiation is qby of B7.1, B7.2, ICAM-1 and LFA3. 

yf ^ 31 

A method according to any one ofXfiaims to ^2 wherein 
substantially all said HLA cla&r I (or equivalent) molecules 
expressed ou the surface of sjsad stimulator ceil are of the same 
type. 

A clonal populatioiyof cytotoxic T lymphocytes reactive against a 
selected molecul^obtainable by the method of any one of Claims 
p£ to fS. 
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A clonal population of cytotoxic T lymphooytes reactiv e against a 
select e d molecule wher e in th e said CTL hoc a high avidity for a 
cell pre s enting s aid s elected molecule in a HLA olaGG I (or 



AMENDED SHEET 



69 

-eqo*v ak > nl) mol ecul e 



41: ^ A clonal population of cytotoxic T ly^hocytes according to Claim 4-1 
j44^er-45f for use in medicine. 

1- ^ A pharmaceutical composirio/comprising a clonal population of 
' cytotoxic T lymphocyte./active against a selected molecule 
^cording to Claim and a phannwxudcally acceptable 



carrier. 



4, u^ofaclonalpopulatiouofc^toxicTlymphooytesdenvedfrom 
a healthy individual and reactivate a selected abnormal 
molecule derived from a diseased&ll from a patient with a d.sease, 
or a .elected molecule derived AnNa diseased cell from a parent 

„ ^noAnqThrclevated amount of said 
l « with a disease wherein an abnortnany cievaiw 

molecule is present in said disease^ ceil, in the manufacture of a 
nxedicament for treaty a patient U the disease whexem «d ^ ^ 
healthy individual has a different HL,V type to said paaeo£ ^ ^^fc** 

M «rf ^ Uta«y or CTL clones^ Ubmry\ompri S ing a pluraWy of 
A/^TL clones derived ftZutdividuals and e*C said CTL clone „ 
U ' restricted by a differ, HLA class I allele and recognises a 
molecule associated with a selected disease. 

25 « * A therapeutic system comprising (a) means to determine the HLA 
^ Cass I (or e,uivalcnr) type of a pauent to belted and *) a 
library of CTL clones as defined in Claim/*- 

> a me*od of making a cytotoxic T lymphocyte (CTL) smvabie for 
^eating a patient, ft. -mod comprising making a c.onal 
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population of CTL by the method of any^pne rf Claims^ to 4^ 
preparing a genetic construct capable of expressing the T-cell 
receptor (TCR) of the said^etfonal population of CTL, or a 
functionally equivalent module; and introducing said genetic 
construct into a CTL orprecursor thereof which CTL or precursor 
is derived from saija patient. 

j£ A cytotoxic T lymphocyte^suitable for treating a patient obtainable 
by the method of Claim^l. 
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^3. A method of treating a patient with a disease wherein the patient 
contains diseased cells which cells contain^r^e associated with, 
an abnormal molecule or an abnormal}/ elevated amount of a 
molecule and which ceils are capable/^ presenting at least part of 
said molecule on their surface byXn HLA class I (or equivalent) 
(1 /n molecule, the method comprising aciministering to the patient a 
^ therapeutically effective aihount of cytotoxic T lymphocytes (CTL) 
which recognise at Impart of said molecule when presented by 
an HLA class I f/equivalent) molecule on the surface of a cell 
wherein the CTL is a CTL according to Claims 
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Use of cytotoxic T lymphocytes in the manufacture of a 
medicament for treating a pWent with a disease wherein the patient 
contains diseased ceils wnii cells contain, or are associated with, 
an abnormal molecule or L abnormally elevated amount of a 
molecule and are capabii ^presenting at least part of said 
molecule on their surface^ an HLA class I (or equivalent) 
molecule, wherein the cytotoxic T lymphocytes recognise at least 
pan of said molecule when presented by an HLA class I (or 
equivalent) molecule on the surfac\ of a cell and wherein the CTL 
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is a CTL according to Claim 

Any novel method of t r eatm e nt using c yt otoxic T ^mphocy * 

— herein rlisclnsed — 



